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Abstract
Introduction: People infected with human immunodeficiency virus are frequently treated with
medications that can induce or inhibit cytochrome P450 enzymes.

Case presentation: A 59 year old man treated with zidovudine, lamivudine, indinavir, and
ritonavir for infection with human immunodeficiency virus volunteered to take part in a study of
bone loss. He was found to have vitamin D insufficiency with secondary hyperparathyroidism and
received vitamin D and calcium supplementation. He suffered a recurrence of infection with
Mycobacterium avium intracellulare for which he received treatment with ciprofloxacin, rifabutin, and
ethambutol. Subsequently, he developed worsening vitamin D deficiency with hypocalcaemia,
secondary hyperparathyroidism and elevated markers of bone turnover culminating in an
osteomalacic vertebral fracture. Correction of the vitamin D deficiency required 100,000 IU of
cholecalciferol monthly.

Rifabutin is a cytochrome P450 inducer, and vitamin D and its metabolites are catabolised by
cytochrome P450 enzymes. We therefore propose that treatment with rifabutin led to the
induction of cytochrome P450 enzymes catabolising vitamin D, thereby causing vitamin D
deficiency and osteomalacia. This process might be mediated through the steroid and xenobiotic
receptor (SXR).

Conclusion: Treatment with rifabutin induces the cytochrome P450 enzymes that metabolise
vitamin D and patients treated with rifabutin might be at increased risk of vitamin D deficiency. In
complex medication regimens involving agents that induce or inhibit cytochrome P450 enzmyes,
consultation with a clinical pharmacist or pharmacologist may be helpful in predicting and/or
preventing potentially harmful interactions.
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Introduction
Medications that induce or inhibit cytochrome P450
enzymes are commonly prescribed and therefore drug
interactions mediated by changes in these enzymes are
also common. People infected with human immunodefi-
ciency virus (HIV) are frequently treated with complex
medical regimens containing a number of medications
that can induce or inhibit cytochrome P450 enzymes. We
present a case of osteomalacia in an HIV-infected man
that was likely caused by cytochrome P450-mediated
alterations in vitamin D metabolism.

Case presentation
A 59 year old Sri Lankan man volunteered to take part in
a clinical study of bone loss in men infected with HIV. He
had been diagnosed with HIV infection five years earlier.
He also had a history of bronchiectasis and infection with
Mycobacterium avium intracellulare (MAIC). He had been
treated with zidovudine, lamivudine and indinavir for
four years. Ritonavir 100 mg twice daily was added two
years earlier. Ritonavir is a potent cytochrome P450 inhib-
itor that inhibits the metabolism of indinavir allowing it
to be taken in smaller doses at less frequent intervals [1].
He also was taking clarithromycin and ethambutol for
MAIC prophylaxis and cotrimoxazole for Pneumocystis
jiroveci prophylaxis. His CD4 count was 41 cells/μL and
viral load undetectable at time of study entry. Both param-
eters had been stable at these levels for more than 12
months prior to study entry.

Biochemical tests at the time of study entry and subse-
quently are shown in Figure 1. At the baseline visit he had
vitamin D deficiency [25-hydroxyvitamin D (25OHD)
<25 nmol/L] [2] with secondary hyperparathyroidism and
a raised alkaline phosphatase (ALP). Liver and kidney
function were normal. Bone mineral density (BMD) at the
total hip was measured with a Lunar Expert dual energy x-
ray absorptiometer and was 0.613 g/cm2. He subse-
quently received 400 mg calcium daily and 50,000 IU
vitamin D (cholecalciferol) monthly. After four months
his 25OHD level had increased although it was still below
the recommended level of 50 nmol/L [2]. The secondary
hyperparathyroidism and elevated ALP persisted.

After 14 months he developed recurrence of MAIC infec-
tion, and treatment was commenced with ciprofloxacin,
rifabutin, and ethambutol. Blood tests at this time
showed normalisation of ALP but a low 25OHD level
(Figure 1) despite reported full compliance with medica-
tion. Over the next nine months his blood tests showed
worsening vitamin D deficiency, development of hypocal-
caemia, secondary hyperparathyroidism, and progressive
elevation of ALP. After 21 months, he developed lower
back pain and generalised myalgia. Magnetic resonance
imaging showed a fracture of the endplate of L1. His

symptoms and biochemical tests were consistent with
osteomalacia although confirmatory bone biopsy was not
performed. BMD at the total hip decreased by 17%
between 12 and 23 months.

When the diagnosis of osteomalacia was recognised at 23
months, he was treated with a loading dose of 600,000 IU
of cholecalciferol and thereafter 100,000 IU per month,
and 1 g of calcium daily. This produced a rapid normali-
sation of his serum calcium, phosphate, ALP and 25OHD,
and resolution of the musculoskeletal symptoms,
although serum parathyroid hormone remained mildly
elevated.

Discussion
Vitamin D insufficiency (25OHD <50 nmol/L) [2] is com-
mon in adults, especially in the elderly, and causes myop-
athy, osteopenia, secondary hyperparathyroidism, and
osteomalacia [3,4]. The prevalence of osteomalacia in
adults is unknown but is thought to be rare outside high
risk groups such as the frail elderly [4].

The major source of vitamin D is from photolysis of ster-
oid precursors in the skin, with only a small dietary con-
tribution. Vitamin D is then hydroxylated in the liver to
25OHD by a cytochrome P450 enzyme called 25-hydrox-
ylase. 25OHD is further hydroxylated in the kidney by a
cytochrome p450 enzyme, 1α-hydroxylase, to 1,25-dihy-
droxyvitamin D [1,25(OH)2D], the most active form of
vitamin D. Other cytochrome P450 enzymes such as 24-
hydroxylase metabolise the hydroxylated forms of vita-
min D to inactive metabolites which are excreted in the
bile. Each of these cytochrome P450 enzymes can be stim-
ulated or inhibited by medication (Figure 2).

Our patient was treated with a number of medications
that influence cytochrome P450 enzymes. At study entry
he was treated with ritonavir, indinavir and clarithromy-
cin – all cytochrome P450 inhibitors – and later he
received rifabutin, a cytochrome P450 stimulator. Ritona-
vir is a potent cytochrome P450 inhibitor that has differ-
ential effects on vitamin D hydroxylase enzymes. In vitro,
it is a potent inhibitor of both 1α-hydroxylase and 25-
hydroxylase and a weak inhibitor of 24-hydroxylase. Thus
it would be predicted in vivo, to lower levels of both
25OHD and 1,25(OH)2D [5]. Indinavir is a weaker cyto-
chrome P450 inhibitor and would be predicted to have
similar but lesser effects [5]. The effects of ritonavir and
indinavir on vitamin D metabolism are expected to be
similar to those described with isoniazid, another cyto-
chrome P450 inhibitor [6]. Clarithromycin is a cyto-
chrome P450 inhibitor that appears to be a less potent
inhibitor than erythromycin [7]. Neither clarithromycin
nor erythromycin has been reported to affect vitamin D
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Panel A show the changes over time in adjusted serum calcium and serum phosphate, Panel B the changes in 25-hydroxyvita-min D (25OHD) and parathyroid hormone (PTH) and Panel C the changes in alkaline phosphataseFigure 1
Panel A show the changes over time in adjusted serum calcium and serum phosphate, Panel B the changes in 25-hydroxyvita-
min D (25OHD) and parathyroid hormone (PTH) and Panel C the changes in alkaline phosphatase. Monthly doses of cholecal-
ciferol are indicated at the top of each panel. Treatment with rifabutin for infection with MAIC started at month 14. Reference 
ranges are indicated by the shaded boxes: adjusted serum calcium 2.10–2.55 mmol/L; phosphate 0.70–1.50 mmol/L; alkaline 
phosphatase 40–120 IU/L; parathyroid hormone 1.7–7.3 pmol/L.
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metabolism in vivo, but effects similar to those described
with ritonavir and isoniazid would be predicted.

Rifabutin is a cytochrome P450 inducer that is structurally
similar to rifampicin, but a less potent enzyme stimulator
[8]. The effects of rifabutin on vitamin D metabolism have
not been reported but a two week course of rifampicin was
reported to lower 25OHD levels by 70% in eight young
men without altering levels of 1,25(OH)2D or parathy-
roid hormone [9]. The effects of rifampicin on the indi-

vidual vitamin D hydroxylases have not been reported.
While osteomalacia is well known to occur with the use of
anticonvulsants, which are potent inducers of catabolic
vitamin D hydroxylases, osteomalacia does not appear to
be common with use of rifampicin and isoniazid [10].

Emerging evidence suggests that the orphan nuclear recep-
tor, steroid and xenobiotic receptor (SXR), may have a key
role in the development of drug-induced osteomalacia
[11,12]. Drugs such as rifampicin bind to SXR, which

Schematic diagram of vitamin D metabolism and cytochrome P450 mediated drug effectsFigure 2
Schematic diagram of vitamin D metabolism and cytochrome P450 mediated drug effects. Cytochrome P450 enzyme inhibition 
is indicated by broken lines and stimulation by solid lines. The strength of enzyme inhibition or stimulation is indicated by the 
width of the lines and the number of terminal plus or minus signs. As the differential effects of rifabutin on the vitamin D 
hydroxylase enzymes have not been reported, our prediction of the action of rifabutin is shown, which might be mediated by 
SXR. Ritonavir also can bind to SXR which might induce 24-hydroxylase activity, but in vitro ritonavir appears to inhibit rather 
than stimulate 24-hydroxylase. Abbreviations: 7DHC 7-dehydrocholesterol; 25OHase 25-hydroxylase; 25OHD3 25-hydroxyvi-
tamin D3; 1OHase 1α-hydroxylase; 1,25(OH)2D3 1,25-dihydroxyvitamin D3; VDR vitamin D receptor; 24OHase 24-hydroxy-
lase; SXR steroid and xenobiotic receptor.
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stimulates 24-hydroxylase activity (Figure 2) thereby caus-
ing increased clearance of vitamin D metabolites, vitamin
D deficiency and osteomalacia. Because of its structural
similarities to rifampicin, rifabutin may also bind to SXR,
although such an interaction has not yet been described.
Protease inhibitors can also bind to SXR but have variable
ability to activate its target genes, with ritonavir but not
indinavir able to activate SXR-regulated pathways [13].

Our patient had vitamin D insufficiency at entry to the
study, a relatively common finding in immigrants or
native-born people with darkly pigmented skin in New
Zealand [14]. Despite vitamin D replacement in doses
that would usually promote adequate levels of 25OHD,
he did not become vitamin D sufficient. This may have
been due to ritonavir, indinavir and clarithromycin medi-
ated inhibition of the cytochrome P450 enzymes that reg-
ulate generation of biologically active vitamin D. Poor
compliance may have also contributed, although the
patient reported taking all his medication. Another possi-
bility is that conversion of 25OHD to 1,25(OH)2D by
activated macrophages in MAIC-related granulomata may
have lowered 25OHD levels. Subsequently, the addition
of rifabutin was followed by the rapid development of
osteomalacia, presumably due to cytochrome P450
enzyme induction that favoured catabolism of 25OHD.
Treatment with doses of cholecalciferol, equivalent to
3,300 IU/day, was required to achieve levels of 25OHD
that enabled normalisation of serum calcium, phosphate
and ALP.

Conclusion
In conclusion, this case demonstrates the importance of
medication-induced alterations in cytochrome P450
enzymes involved in vitamin D metabolism. Patients with
HIV infection often are at risk of opportunistic infections,
or reactivation of tuberculosis infection. In these situa-
tions complex treatment regimens are used which often
involve multiple agents that are capable of affecting cyto-
chrome P450 enzymes. Clinicians need to be aware of
potential cytochrome P450 interactions, and in complex
medication regimens, consultation with a clinical phar-
macist or pharmacologist may be helpful in predicting
and/or preventing potentially harmful interactions.

Competing interests
The author(s) declare that they have no competing inter-
ests.

Authors' contributions
All authors were involved in the care of the patient. MB
drafted the manuscript. AG, AH, MT critically reviewed
and improved the manuscript. All authors read and
approved the final manuscript.

Consent
Written informed consent was obtained from the patient
for participation in this research. A copy of the written
consent is available for review by the Editor-in-Chief of
this journal.

References
1. Hsu A, Granneman GR, Bertz RJ: Ritonavir. Clinical pharmacok-

inetics and interactions with other anti-HIV agents.  Clin Phar-
macokinet 1998, 35(4):275-291.

2. Lips P: Which circulating level of 25-hydroxyvitamin D is
appropriate?  J Steroid Biochem Mol Biol 2004, 89-90(1-5):611-614.

3. McKenna MJ: Differences in vitamin D status between coun-
tries in young adults and the elderly.  Am J Med 1992,
93(1):69-77.

4. Lips P: Vitamin D deficiency and secondary hyperparathy-
roidism in the elderly: consequences for bone loss and frac-
tures and therapeutic implications.  Endocr Rev 2001,
22(4):477-501.

5. Cozzolino M, Vidal M, Arcidiacono MV, Tebas P, Yarasheski KE,
Dusso AS: HIV-protease inhibitors impair vitamin D bioacti-
vation to 1,25-dihydroxyvitamin D.  AIDS 2003, 17(4):513-520.

6. Brodie MJ, Boobis AR, Hillyard CJ, Abeyasekera G, MacIntyre I, Park
BK: Effect of isoniazid on vitamin D metabolism and hepatic
monooxygenase activity.  Clin Pharmacol Ther 1981,
30(3):363-367.

7. Westphal JF: Macrolide - induced clinically relevant drug inter-
actions with cytochrome P-450A (CYP) 3A4: an update
focused on clarithromycin, azithromycin and dirithromycin.
Br J Clin Pharmacol 2000, 50(4):285-295.

8. Finch CK, Chrisman CR, Baciewicz AM, Self TH: Rifampin and
rifabutin drug interactions: an update.  Arch Intern Med 2002,
162(9):985-992.

9. Brodie MJ, Boobis AR, Dollery CT, Hillyard CJ, Brown DJ, MacIntyre
I, Park BK: Rifampicin and vitamin D metabolism.  Clin Pharma-
col Ther 1980, 27(6):810-814.

10. Perry W, Erooga MA, Brown J, Stamp TC: Calcium metabolism
during rifampicin and isoniazid therapy for tuberculosis.  J R
Soc Med 1982, 75(7):533-536.

11. Pascussi JM, Robert A, Nguyen M, Walrant-Debray O, Garabedian M,
Martin P, Pineau T, Saric J, Navarro F, Maurel P, Vilarem MJ: Possible
involvement of pregnane X receptor-enhanced CYP24
expression in drug-induced osteomalacia.  The Journal of clinical
investigation 2005, 115(1):177-186.

12. Zhou C, Assem M, Tay JC, Watkins PB, Blumberg B, Schuetz EG,
Thummel KE: Steroid and xenobiotic receptor and vitamin D
receptor crosstalk mediates CYP24 expression and drug-
induced osteomalacia.  The Journal of clinical investigation 2006,
116(6):1703-1712.

13. Dussault I, Lin M, Hollister K, Wang EH, Synold TW, Forman BM:
Peptide mimetic HIV protease inhibitors are ligands for the
orphan receptor SXR.  The Journal of biological chemistry 2001,
276(36):33309-33312.

14. Rockell JE, Skeaff CM, Williams SM, Green TJ: Serum 25-hydroxy-
vitamin D concentrations of New Zealanders aged 15 years
and older.  Osteoporos Int 2006, 17(9):1382-1389.
Page 5 of 5
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9812178
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9812178
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15225848
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15225848
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1385673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1385673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11493580
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11493580
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11493580
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12598771
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12598771
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7273600
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7273600
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11012550
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11012550
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11996607
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11996607
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7379450
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7086805
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7086805
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15630458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15630458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15630458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16691293
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16691293
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16691293
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11466304
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11466304
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11466304
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16832715
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16832715
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16832715

	Abstract
	Introduction
	Case presentation
	Conclusion

	Introduction
	Case presentation
	Discussion
	Conclusion
	Competing interests
	Authors' contributions
	Consent
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


